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I. Basis of the report 

1 . with regam to ,h« elen,en« of me in«-^' ^^^^Si^S^'^l^^'^M ^"'S^^^^^ 



Description, Pages 

^.20 as originally filed 
Claims, Numbers 

^ .20 fi'ecl witin telefax on 1 5:02.2005. 
Drawings, Sheets 

-|yB-6>B ^® originally filed 



These elements were available or furnished to this Authibrity in the following 1^^^ .which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.;1Xb)). 

□ the language of publication of the International application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international prBliminary examination (unfler 
Rule 55.2 andAar 55.3). 

3 With reqard to any nucleotide and/or amino acid sequence disclosed in the interrnattonal application, the 
!!!iSnatiSrSmrnary examination was carried out on the basis of the sequence listing. 

□ contained in the international application in written fonn. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written fomn. 

□ furnished subsequentiy to this Authority in computer readable fomn. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable fomi fe identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the clsdms, ' Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) amendments ^^^^^ not been nr,ade. since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 
■ • ■' (Any replacement sheet contwnirw such amendments must be referre^^^^ 1 and annexed to this 

report.) 

6. Additional observations, if necessary: 

V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial appHcabllity ; 
* citations and explanations supporting such statement 

1, Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: 


Claims 


1-10,15 


No: 


Claims 


11-14,16-20 


Yes: 


Clsiims 


1-10 


No: 


Claims 


11-20 


Yes: 


Claims 


1-20 


No- 


Claims 





2, Citations and explanations 
see separate sheet 
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SECTION V 

1 . Reference is made to the following documents: 

D1 : EP-A-1 308 1 56 (WO-A-2 01 3 792) 
D2: US-A-6 462 093 
D3: US-A-5 972 381 
D4: WO-A-9 800 113 

D5: WPI/Derwent AN-1 993-408839[34] & JP-A-5 306 225 

2 The present application satisfies the criteria set forth in Article 33(1) PCT with respect 
to claims 1-10, because the subject-matter of the said claims is new in respect of 
prior art as defined in the regulations (Rule 64(1)-(3) PCT). involves an inventive step 
(Rule 65(1 )(2) PCT) and is considered industrially applicable. 

The subject-matter of claim 1 is considered new as the available prior art, eg D2 does 
not specifically disclose the teaching that in the claimed process in the inradiating step 
the microwave power is to be modulated as defined in step b), > 
D1 , simllariy does not Indicate the power modulation and additionally does not 
mention presently specified carriers. The further citations comprise teachings which 
are no longer relevant for the claimed subject-matter. 

The problem can be seen in the provision of further compositions having a high 
bioavailability of the contained dmgs in amorphous fomi. Closest prior art represents 
D2, however, even if the remaining prior art is considered, the specific heat treatment 
step b) cannot be deduced in an obvious manner. The applicant pointed f urthemnore 
to test results which show that constant microwave power application results in 
completely decomposed products. 

There is no doubt that the subject-matter claimed is industrially applicable. 

3 The present application does not satisfy the criterion set forth In Article 33(1 ) PCT 
with respect to claims 1 1 - 20, because the subject-matter of the said claims is either 
not new in respect of prior art as defined in the regulations (Rule 64(1 )-(3) PCT) or 
..does not Involve an inventive step (Rule 65(1 )(2) PCT). 
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The claimed composite contains according to independent claim 1 1 , essentially, 

- cyclodextrins or maltodextrins as carrier, 
and 

- a drug present In amorphous form ^ 50% with respect to the total drug 
present in the composite. 

In claim 1 8, the composite is for use in therapy, and in claim 1 9 it is present in a 
composition. 

Document D2 discloses in exclaims 7 or 8 compositions which comprise a composite 
comprising a drug, a cyclodextrin, and which dmg is in the amorphous state (see also 
eg column 2, lines 54 - 64. etc). Concerning the specific embodiments of dependent 
claims 12 - 14, 16, 17 and 20. reference is made to claims 7, 8, 9, 10; column 3, line 
19 of D2. Even if claim 15 is new, it is clearly obvious to the person sl<illed in the art. 

There is no doubt that the subject-matter claimed is industrially applicable. 

4: During the intemational preliminary examination procedure, the applicant has ; 
fonwarded arguments concerning novelty and inventive step of present product claim 
1 1 . however they could not be considered as not reflected by the wording of the said 
independent claim. 
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* AMENDED CLAIMS 

1) A process for the preparation of a composite containing a drug dispersed In an 
organic carrier, wherein the drug Is massively dispersed (in bulk) witiiin the 
particles of said organic carrier and it is present in amorphoust form in a 

5 quantity greater than or equal to 50%, comprising the following steps: 

a) forming a mixture of a drug with an organic carrier selected from the group 
consisting of water-soluble comple^dng agents chosen from cycIod€»ctrins and 
maitodextrins, water-insoluble cross-lini^ed polymers and mixtures thereof; 

b) Inadlating the mixture obtained in a), with microwaves, wherein the 
10 microwave power is modulated so that the temperature of the ntixture 

increases until it reaches a value higher than the melting t^perature of the 
drug and ft is then maintained constant at said value for at least 5 minutes. 

2) Process according to dalm 1. wherein in step a) a wet mixture is formed by ' 
15 adding a solvent 

3) Process according to claim 2. wher^n said solvent is water. 

4) The process according to daim 3, in which said wet mixture is formed by 
20 adding water to the carrier-drug cornposite In a quantity comprlsed of between 

0.1 ml/g and 5 ml/g with respect to the dry mixture of the composito, 

5) The process according to claims 2 to 4, In which the pressure at whMi the 
inradiation is carried out is comprised of between 1 and 20 bar, 

25 

6) A process according to claims 1 to 4, wherein step b) is carried out in a 
container constituted of a dielectric material having coupling capacity with the 
minowaves. 

30 7) The process according to claim 6« wherein said dielectric, material is 
polytetrafluoroethylene loaded with graphite. 
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8) The process according to the claim? 1 to 7, in which the irradiation with 
microwaves is carried out in an power range comprised of between 100 W and 
5000 W. for an overall time up to 120 minutes, 

5 9) A process according to claims 1 to 8 wherein said cross-linlced polymer is 
selected form the group consisting of cross-4inlced poiyvinylpynrolidone, cross- 
iiniced sodium cartioxymethyloeitulose, cToss-iinl^ starch, cross-linked 
dextran. cross-linked poiystyrene.and cross-linked p-cyciodextrin. 

10 10)A process according to daims 1 to 9 wherein said drug is a dmg sparingly 
soluble in wafer 

11 }A composite containing a drug dispersed in earner consisting of a water soluble 
compiesdng agent selectied firom cydodextrins and maltodextrins. wherein the 
15 drug is massively dispersed (inrbulk) within the particles of said complexing 
agent and it Is present in amorphous form in a quantity greater than or equal to 
50 % by weight, with respect to the total of dmg present in the'oomposite. 

12) A composite according to claim ,10, wherein said cydodextrins are selected 
20 from alpha-c^dodextrin, b^a^yclodextrin, gamma-cydodextrin and derivatives 

thereof 

13) A composite accordirig to claims .1 1 or 12. wherein the drug and the carrier are 
present in weight ratios comprised of between 1:0.5 and 120. 

25 . 

14) A composite according to clairn 13, wherein the drug and the carrier are 
present in weight ratios comprised of between 1 :1 and 1:10. 

15) A composite according to claims 11 to 14, wherein said carrier has a surface 
30 area comprised of between 0.05 m^/g and 20 m^/g. 

16) A composite according to claims^ll to 15, wherein said drug is a drug sparingly 
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soluble In wat^. 

17) A composite according to dalm 16, wherein said dnjg. is selected ftom 
nimesulide. ibupiofen, nifedipine, grisofulvine, piioxicain, progesterone, 

5 lorazepam. 

1 8) A composite as claimed In claims 1 1 to 1 7, for use In ttierapy. 

19) A ptermaceutical composition containing a composite as claimed In claims 11 
10 to 18, optionally associatEdwHhphannaceu8cally acceptable exdplente. 

20) A phamiaceuHcal oomposffion according to claim 19^, fbnnulated as a 
granulate, pill, mini-pill, capsule, micro-capsule. 
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